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A New Clinical Entity?

Ix 1917 vox Ecoxomo ! reported a small outbreak
of an illness in which the main features were fever,
stupor, and ophthalmoplegia : 2 of his 13 patients
died and at necropsy there was evidence of inflamma-
tion of the brain substance. During the next two
vears a great many similar outbreaks were recorded
and by 1921 the disease had reached epidemic pro-
portions in almost everv country in Europe.? In
spite of perplexing variations in the clinical picture
from case to case, locality to locality, and even from
season to season,® it soon became clear that for
practical purposes & new clinical entity had appeared.®
In 1924, 5039 cases of encephalitis lethargica were
notified in England and Wales alone,® but by the
beginning of the next decade confirmed cases of this
dangerous disease had become sporadic and by 1939
they were extremely rare.® By the end of the late
war, the centre of interest had shifted to poliomyelitis
as by far the most prevalent and disabling infection
of the nervous system. The work of Rrrenre RusseLn
and others ¢ focused attention on the importance of
diagnosis in the pre-paralytic stage ; and from other
sources 7 8 there was evidence of a change in the
epidemiology of poliomyelitis.

Against this background of intense interest in
poliomyelitis and its problems came reports of out-
breaks 11 and isolated cases 133 which, for one
reason or another, led to difficulties in diagnosis.
Broadly, these can be divided into those in which the
cerebrospinal fluid (c.s.¥.) is abnormal and those in
which it is normal. Of the abnormal group (group 1),
only in the series described by LaurenT ' was no
convineing causative organism isolated. The condi-
tions described by KerLreser!? and JeNNINGS 13
proved to be aberrant poliomyelitis, and there was
presumptive evidence of the same disease in the
outbreak reported by BARRETT ® from Cambridgeshire
in 1949. The Coxsackie group of viruses has also
been implicated in this group ! 1*: in such cases
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pleooytos1s is the rule zmd signs of parenchymal
damage to the nervous system are very uncommon.
Much more perplexing outbreaks are those in which
no changes are found in the c.s.F. (group 11). Since
we discussed these illnesses in 1954 under the non-
committal title, Not Poliomyelitis,!3 another epidemic
with similar features has been reported from Dur-
ban 1617 and two further outbreaks are described in
this issuc by Dr. SumyER and by Dr. Ramsay and
Dr. O'Suriavan. Only a brief description !8 has so
far been published of the alarming outbreak at the
Royal Free Hospital last year, but there are arguments
for including it in this group. In none of these cases
has it been possible to incriminate the poliomyelitis
or Coxsackie virug, nor indeed has any other known
infective agent been isolated.

There scem good reasons, in our present state of
ignorance, for placing in a third and intermediate
group the epidemic which took place in Akureyri,
Tceland, in the winter of 1948-49,1% and about which
Dr. St¢urbssoN and Dr. GUODMUNDSSON write on p. 766.
In all 8 cases examined the c.s.¥. was abnormal;
on the other hand, the protracted course and mental
symptoms  described by Dr. SIGURDSSON are
prominent symptoms in group ir. The outbreak in
the nurses training school in the University of
Pennsylvania in 1945 20 is also difficult to classify since
it happened before the-isolation of the Coxsackie
viruses : there was pleocytosis in 2 out of 5 cases.
The unusaal epidemic reported by Warnis from
Cumberland in 1955 #* has many features of group 1
—notably vertigo, diplopia, myalﬁm cervical lymph-
a..dcnopathy, and protracted convalescence with mental
symptoms. Unfortunately there is no information
about the ¢.s.r. The recorded atypical outbreaks can
thus be grouped as follows :

Virus ¢ S.F.
Group Laurent 1 (1947) Unknown
Kelleher ct al.}? (1949) Poliomyelitis
Curnen et al.!' (1949) Coxsackie -
Jennings et al.’¥ (1949) Poliomyelitis - «ullizl(;trﬂxlil
Barrett ot al.® (1952) Poliomyelitis ¢ m
Galpino and Macrae '*  Coxsackie
(1953) and others
Group Adelaide 22 (1949) Unknown
II  Now York State 3 (1950) Unknown
Middlesex Hospital**  Uncertain
(1952)
Coventry 2% (1953) Unknown N al i
Berlin (1954) (Sumner) Unknown \ ornl)d Illn
Durban 17 (1955) Unknown nizg: B

Royal Free Hospital 1*  Unknown

(1955)

Hampstead (1955) Unknown
(Ramsay and
O’Sullivan)
Group Pennsylvania *° (1945) Unknown Abnormal 2/5
IIl  Akureyri, Iceland?!?® Unknown Abnormal 8/8
(1948)
Cumberland 1 (1955) Unknown Unknown

Of the 8 outbreaks in group 11, all except that at
the Roy: ul Free were nntmllv confubed with poho-
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myelitis, and all occurred during or shortly after the
seasonal period of prevalence of poliomyelitis. The
three British outbreaks 18 2425 were in late summer,
in contrast to the former peak incidence of encephalitis
lethargica in the first three months of the year?
Five outbreaks took the form of dramatic localised
epidemics, four of which were in nurses’ homes. Dr.
Ramsay and Dr. O’Sunrivan describe cases in the
neighbourhood of one of these outbreaks, and HiLy 17
had a similar expericnce in Durban. The attack-rate
in closed communities is high. The onset in this
group is usually acute with systemic prodromata such
as are common in poliomyelitis. In contrast, fever
is usually low and may be absent.1418 25 The course
is generally two to eight weeks but occasionally
symptoms may last for months. Relapses are fre-
quent. Usually’ the immediate outcome is favour-
able but in a few cases paresis or mental sequel:e may
be incapacitating for many months.?? 2326 Depression,
emotional lability, or irritability in convalescence have
been a constant feature in all group-ir outbreaks.
Although previous experience has shown that a long
period of observation will be necessary before the
harmlessness of the disorder is assured, it can at
least be said that the immediate mortality-rate of nil
is in striking contrast to the epidemic infections of
the nervous system previously described?; and this in
itself is very encouraging.

Among the more characteristic features of group 11
are the severe muscular pains, often accompanied by
exquisite tenderness, which often dominate the clinical
picture.?2-25 As WHITE and BURTCH 2 have pointed
out, these pains differ from those of poliomyelitis in
that they are not simply a short-lived precursor of
paresis but may last for weeks. Most commonly they
affect the neck, back, oir iimbs but there may also be
Bormholiu-like chest and abdominal pains.7 182325
Continuous or intermittent painful muscular spasms
were noted in the outbreaks at the Middlesex and
Royal Free Hospitals, and they are also reported by
Dr. Ramsay and Dr. O'Svrnivan. In nearly every
patient there are symptoms or signs of disease of the
central nervous system, but the weight and site of the
damage vary considerably from outbreak to outbreak.
The Hampstead and Berlin epidemics #lustrate this
variation. The innervation of the eye musecles (diplopia
and nystagmus) and the seventh and eighth cranial
nerves (deafness, hyperacusis, vertigo, and facial weak-
‘ness) suffer most commonly. Sensory symptoms and
signs are common and pyramidal signs have also
been observed. Some patients in Adelaide and
Durban and at the Middlesex Hospital had retention
of urine. The paresis, usually short-lived but occasion-
ally persisting for weeks or months, is in itself an
interesting problem, for in many cases it is not
accompanied by the classical disturbances of tone and
reflexes which would point to damage in the anterior
horn or pyramidal tract.? 25 26 Pain, muscular spasm,
and involuntary movements often make the degree of
palsy difficult to assess. In this connection the striking
electromyographic records obtained by Dr. Ramsay
and Dr. O’SULLIVAN are of great interest. Although
they do not as yet point to the exact nature of the
lesions, they may provide evidence of organic paresis
in patients who might otherwise be suspected of
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hysteria, and in a disease at present so bereft of
positive laboratory findings they may be a help in
diagnosis in the future.

The outbreaks mainly differ in the severity and site
of the damage to the nervous system; but the Iymph-
glands are another point of difference. Enlarged lymph-
glands, particularly in the posterior cervical triangle,
were prominent in the Hampstead and Royal Free
cases, and they were also noted in 4 cases by WHITE
and BurTcH 2 and in the more doubtful Cumberland
outbreak.?! In retrospect lymphadenopathy was found
to have been present in 2 of the 14 cases reported
from the Middlesex.?” Hepatitis and splenomegaly
may also turn out to be part of the picture. It is
doubtful whether the absence of these features in the
other reports can be attributed entirely to observer
error 7 and it must be accepted as a real discrepancy.

A study of the available material in group 1
shows sufficient common ground to suggest that this
is a new clinical entity which may be expected to
appear again here or elsewhere in the late summer
and autumn. From the purely practical standpoint.
it would be useful to have a name for this syndrome.
As the most helpful single feature in the recognition of
this syndrome in the past has been the predominantly
normal cerebrospinal fluid, the names which have
already been suggested, ‘ Tceland disease 1823 and
“ Akureyri disease,” are not really appropriate. The
objections to any but a purely descriptive name for
a disorder without a known cause or established
pathology are obvious. For this reason, the term
* benign myalgic encephalomyelitis *’ may be accept-
able. It in no way prejudices the arguments for or
against a single or a related group of causal
agents ; and it does deseribe some of the striking
features of a syndrome characterised by (1) symptoms
and signs of damage to the brain and spinal cord, in
a greater or lesser degree ; (2) protracted muscle pain
with paresis and cramp; (3) emotional disturbances
in convalescence ; (4) normal C.s.F. ; (5) involvement,
in some variants, of the reticuloendothelial system ;
(6) a protracted course with relapses in severe cases ;
and (7) a relatively benign outcome. It remains to
identify this syndrome more precisely ; but we believe
that its characteristics are now sufficiently clear to
differentiate it from poliomyelitis, epidemic myalgia,
glandular fever, the forms of epidemic encephalitis
already described, and, need it be said, hysteria.

Antibiotic-resistant Staphylococci

Ir bacteriologists are good judges of what is
important, the direction and emphasis of much of
their work suggests that it is high time we adopted
whatever modifications of clinical practice are neces-
sary to halt the spread of antibiotic-resistant staphylo-
cocel in hospital wards and outpatient departments.
These infections in hospital are not only a cause
of ill health, lost time, and wasted money, but also
a source from which a veritable epidemic of staphylo-
coccal infections may spread to the general com-
munity. There is no reason whatever to doubt the
implications of ROUNTREE and RHEUBEN's 28 evidence
that in December, 1955, 25-79% of 101 nasal carriers
of staphylococei among 200 Sydney blood-donors
27, Acheson, XK. D, Lancet, 1955, i, 394,
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A NEW CLINICAL ENTITY ?

SIR,—In your leader of May 26 you suggest that the
epidemic simulating poliomyelitis which occurred in
Akureyri, Iceland, in 1948 be classified separately from
clinically and epidemiologically similar outbreaks in
various parts of the world since then. Your reason is
that in the Akureyri epidemic the cerebrospinal fluid
was abnormal, whereas in other outbreaks, which you
classify as group 11,it was usually normal. May I remind you
that only 5 ¢.s.F. specimens from Akureyri were examined.
The cell-counts were 3, 0, 80, 10, and O cells per c.mm.
The protein was 50, 80, 59, and 75 mg. per 100 ml. in 4
samples (protein was not determined in 1 case). An
increase in cells was thus found in 1 or 2 cases out of 5
and a slight increase in protein was found in the 4 cases
examined.

The examination of 3 c.s.F. samples from patients in
Reykjavik, ill at the time of the outbreak in Akureyri,
revealed moderatély raised cell-counts. It was assumed
that the sporadic cases in Reykjavik were also Akureyri
disease, but this unfortunately could not be proved.

This slight increase in protein and cells hardly justifies
putting the Akureyri epidemic in a class separate from
the other outbreaks which have been so strikingly similar
both clinically and epidemiologically. Besides, abnor-
malities in the ¢.s.r. have also been found in certain
cases in other outbreaks 1—4 which you classify in group 11.

There is reason to believe that some of the lesions
responsible for the signs and symptoms in all the out-
breaks must have been in the spinal cord. If this is
correct, one would expect that slight changes in the
composition of the c.s.F. would be found in at least some
cages at a certain stage of the infection, particularly in
outbreaks of perhaps more than average severity.

You also suggest that this disease might be called
‘“ benign myalgic encephalomyelitis.”” Akureyri disease
is benign in the sense that it does not kill, but in some
cases it is not at all benign in other respects. Moreover,
would it not be better to avoid the word encephalo-
myelitis until we know that inflammatory lesions are in
fact present in the brain and spinal cord ? It seems
likely that such lesions may be present but so far
nobody seems to haye had an opportunity to look for
them.

Previous authors seem to have hesitated to give this
diseage a descriptive name because they have felt the -
name might become unsuitable as knowledge of the
nature and location of the morbid process increased.

I think this puzzling disease can hardly be adequately
and permanently named until stiological and anatomical
studies have better identified its nature. Such studies
would also help to distinguish it from related conditions,
if they exist.

Reykjavik, Iceland. BJORN SIGURDSSON.
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